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REMARKS 

j ; 

Claims 29-20i : and 32-37 are now pending, upon entry of the amendment submitted 
above. Favorable reconsideration is respectfully requested. 

As amended, ithe present invention relates to a mouse suitable as a model for atopic 
dermatitis, wherein tijie mouse is a NC/Nga pnouse which has been sensitized with a mite 
extract on the ear(si ijunder a specific pathogen free environment, such that the animal 
displays at least one.symptom of atopic denjiatitis caused by the mite extract. See Claim 29. 

The present invention also relates toja method of producing the mouse described 
above, and to a method of screening for an 4gent for effectiveness against atopic dermatitis 
using the mouse described above. See Claims 35 and 37, respectively. 

The rejection .under 35 U.S.C. §l03(jja) over Morita et al. in view of Yasue et al.. is 
believed to be obviated by the amendment submitted above. These references fail to suggest 
the claimed mouse. 

1 
1 

Claim 29 has ]been amended to speciijfy, inter alia, that the mouse has been sensitized 
with a mite extracLoh the earf&) . 

In contrast, MJonta et al. describe a riiouse that has skin lesions on its whole body. In 
Morita et al. there is 4o teaching or suggestion to apply mite or mita extract to the eax(s) of pjj 

the mouse. — | 

1 > 
Because of tbijjs difference, the claimed mouse has an important advantage as < 

compared to the mouse described by Moritajet al. If the mouse described by Morita et al. is 

used for the screening 1 of therapeutic agents;jthe efficacy of the agent is inevitably going to be 

j m 

assessed by a score asrHorii et al. has done. However, this assay is qualitative and, therefore, ^ 

less accurate. On the bther hand, by screening using the mouse recited in Claim 29, the ^ 

< 
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efficacy of the therapeutic agent can be assessed easily and quantitatively by only measuring 

the thickness of the Jar of the mouse. 

I i 
In addition, tlj^e mouse of the present invention has been recognized as an important 



contribution in the aijjt. Applicants enclose herewith a copy of the Abstract of General 

i i 
Meeting of the Japanese Society of Allergology held in November 2002 and an English 

i 

translation thereof. Regarding the claimed mouse, the research group of Gifu Pharmaceutical 

3 

University reported the following: 

i 

We considered this model as a severe dermatitis model with 
desquamation of epidermis. Repetitive stimulation by mite antigen induced 
Th2 elevatioii of Thl/Th2 balance w ith up-regulation of IgE production. 
From now on! the further analysis of| pathogenesis of atopic dermatitis will be 
done using this model. (Presentation No. 375, Conclusion) 

J | 
The dermatitis model repeatedly applied with mite antigen on the ears 
of NC/Nga mice showed the Tb2 dependent background. It can be considered 
to be useful an animal model reflecting the one aspect of atopic dermatitis. 
(Presentation jNb. 376, Conclusion) • 

I j 

Thus, the research group of Gifu Pharmaceutical University reported that the claimed mouse 

i 

is useful as an animal! model of atopic dermatitis and that group would recognize that the 

i i 

claimed mouse is superior to the mouse described by Morita et al. qj 

i m 

As note abov^ Morita et al. fail to describe applying mite or mite extract to the ear(s) (f) 

; . — I 

of the mouse. In addition, the mouse described by that reference does not provide the ^ 

advantages of the claimed mouse discussed #>ove. Yasue et al, not describe sensitizing the 3> 

ear(s) of the mouse as! claimed or the advantages of the claimed mouse, and, therefore, does 5> 

not remedy the deficiencies of Morita et al. Therefore, the claimed mouse, method of JJ\ 

making, and method o'f screening with the s^ne are patentable over those references. ^ 

Accordingly, Claims 29-20 and 32-37 are no* obvious over Morita et al. in view of Yasue et ^ 
al. Withdrawal of tfaiW ground of rejection is respectfully requested. 
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Applicants submit that the present application is in condition for allowance. Early 

I 

notice to this effect i|s earnestly solicited. 

Respectfully submitted, 

oblon, SPrvAK, McClelland, 

MABSR & NEUSTADT, P.C. 



I:\attyUK\0018-1098iO.AF.wpd 



Norman F. Oblon 
Attorney of Record 




JamesX Kelly, Fh-D. 
Registration No, 41,504 



22850 

Tel. (703) 413-3000 
Fax. (703) 413-2230 
(OptWfN H/9B) 
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MAJRKED-UP COPY 

Serial No.: 09/548,290 
Amendment Filed On: Herewith 



; < IN TfflTK CiT.ATMS 

l 

Claim 31 (Cancelled), 

; -29. (Amended) A mouse suitable] as a model for atopic dermatitis, wherein the 

i ' 1 

mouse is a NC/Nga mouse which has been ^sensitized [impregnated] with a mite extract pn 

: j j 

flic gfrrfc) under a specific pathogen free environment, such that the animal displays at least 
: one symptom of atopjc dermatitis caused byj the mite extract. 

! 30. (Amende]d) The mouse of Claiiji 29, wherein said symptom is skin lesions onJ3i£ 

earfrt c»f the mouse. ' 

, i 

:< I 

j 32. (Amended) The mouse of Clairbt 2Q [3 1], wherein the skin lesions are at least one 

member selected froifr the group consisting pf erythema, edema, excoriation., and scaling. 

j 

33. (Amended) The mouse of Clainji 3Q [31], wherein the skin lesions are erythema. 

35. (Amende^) A method of producing the mouse of Claim 22 [21], comprising: 
maintaining a littC/Nga mouse in a Specific Pathogen Free environment and 

. sensitising rimpregnafae] the earfs) of the mnupe vyith tTift Tnite enctmrt 

36. (Amended) The method of Claifa 35 [251, wherein the animal is sensitized , 
. [impregnated] with thje mite extract for at leqst 5 days.— 
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373 Fc£RIa&4#S*tf>4 sc ^ft# 79 ^ >h *' 6 ' 
Fab 



.1 



t&qW «P**W» *flIEi&» # WW 1 * 
*»J**=" #fmX" 

I 

^ K ^ 7 u iu 3 s " - # "C t: h FcaRIot $& f$ A P9 h sc F v 

Fab tftt^tt^^-Ty^iff**:. 
[*Jfettt#lpCANTAB5E^7-i'3K'<^*-Uft*a* 
ftfcKr- FceRIo ttWRMfch fecFv ttflt(FcRfi5l)0 scFv 
aftg^fcttfflkLT. 5'/3 f 5fc*8lt Sfll/Sfll+'fr* BtW*: VK 
«tt^WflJO^^-*~. *± ^ XhoI/NotI * JYZffitfc 

Lfc VH VL f 4 PUC19 ^-*C0 Fab » 

|&*S^-fiO SfU-9--fh*5J=t^ x;hoI/NotI *-fH-Wt*^P- 
^✓^UFab »SlfflO^^^-Ttr<*«L^.»%iT-fcftill'<l 
**-&*JJfll35 JM83 K&*a|*.,Fab ifcfl*«SM*fc.d 
« Fab [firm*, *H CHI iaiiCKbb Ck ^ftfifcSftTiJl?, ft 
L MOS-S^^gBw CysfcS^ fc«l*LT*ft.iMItLfc 
Fab ttfl^MKWIMS* ELIfA Ji-eSiJ^fciC:*, «J j&t£ 
FceRIa «tO«r*fSt** f B^ttfc. SBLfcwO Fc&RIa * 
1*8) Fab ttflcOtt^o^^RH-Lrw^. 



375 ^-taiKM^t-tsfitjjjft^T'^wsfeaasa 
[iw]ntf-tt*j»#j(AD)tta*»iiE«tii#t±*fci- 

«*ffli?A*i:fl,fe*t*- # flfSffc-et* BALB/c -vfr Ak 
NC/Nga ^tf*U^-ffi«*Efflte*L^ftt;ft^*aaj> 

* Vr-a^V mRNA <D&3&6* RT-FCR ifcfcfl t*"CiM JgLfc. 

- Y frffiDE4f Bft2fLfc. ^ ft 0^7 * x*c #5 
ir*-CtjSiilM»iaS IsE Hto±#W:fctU f IL-4 mRNA %&*>ifl 
»im*&ft.IFN«rniRNA «»«iStUlKTLfc. MM* 

TM/Th2 -><9>xa« Th2 ffl^ 



374 £?ay**«^&v^*f&«fc£^<lS&1"ft 

fclBtt»ilJR#f-1W+, CD4/cp8 WST*#ofcflrU*H» 

ffid 72% 0ftpll=ft&Lfc (transplant. 66.U93.1998;Can- 

cer,80 t 114US97),ft4<± potoCD-I mice (female, 7 affll) ' 

«W«**(««k.'inItfBtor l DMBjj\ fc promoter, TPA 

-5 JMKXtt$ (Jpn I Cancer Resi 91.579,2000) I" FK506 * ffl 

^^LT,FIC506O»IBtt : tafL^.^^ti,14wS^i(l) 

DMBA+TPA «StW*=tt)l»!BA+TPAtFK506^*JiO» 

*L « *ii in & ft ((^47±ai3 vs, o.io±ao25) . 4 fc, 

TPA fefflt'to* DMBA ICFICSqe W*«rtBifc#^«^"Cfe 2& 
CEcp 4 EfcJIHB iW»£fcLfc<2 BE*«Att) - % 

* L fc B * ff 1 8.0% 7i« squamous cell caixinoma "C. t <3 ft li 
papilloma T?^ofc. &±<n#&fo, 14 w iUlt, FK506 (iff «> 
nWI^M. 14 w jftRU, fl#ojft**lflilBI+* NK cell *Pp< 

a^O NK cell, CD4 M6*pp<«*fl* f SftKMkft&r MBlctt i 

taieofi^t^cftw^te^^t^^®^" 



376 ^^SimVC******?^**^ 



!f|JJSiEaffi*a *«WI8 ffl^** 
?—7W)y)£-s7L t /r«tKfffg[«rtt^U& ^-^Rl±« 

i H.its @as#L.JB^«>»|Bu3T^oiBs*aiiiaLfc- naw 
4>« igE flsi± eusa are, ^ ^*jM/y^<»tc*itA*-f h 

*-f > mRNA RT-PCR »T»df L^:. jS e 

t'-^ii?lfeO^T'^k^l} J )-6^<Ot^ft^. 

r&li 300 mg/lcg -e. 4fc» Prednisolone *i 3mgAflf "C 

? *miH*3(r»tnniLfc. rafWiNc/Nsa ^^x^^c^ 

»% l rh^ttR*lftO--fllffl«:Kllft+**^fcL-e*'fl 
■e*ftU*ft ft. Sfc. +ft*1i»tt*** fc* Wt*wk 
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375 Irnmunopharpiacological study of animal model of dermatitis with 
repetitive application of mite antigen ~* the first edition construction of animal 
model - ; 

T. Chikuinoto , N. ^akamura, K Fusecja, H. Tanaka, N. Inagaki and H. Nagai 
(Department of Pharmacology, Gifu Pharmaceutical University) 

[Object] I 

Atopic dermatitis (aD) is one of the inveterate diseases, which is mainly 



characterized by eczema and pruritus 



Animal models of dermatitis seem to be 



useful for analyzing the pathogenesis of atopic dermatitis. In this study, we 
investigated animai models of the demiatilis caused by repetitive application 
with mite antigen uising NC/Nga mice pnd BALB/c mice. 
[Methods] 

The ears of mice were stripped with tajj>e, and applied with mite antigen solution 
five times, once a vf eek. The ear thickeness was sequentially measured. 
Serum total IgE concentration was quantified with ELISA, and an expression of 
cytokines mRNA in the ears and lympfy nodes were calculated with RT-PCR. 
[Results] 

The symptoms of dermatitis exacerbate d by using the tape-stripping. Biphasic 
ear thickening was induces after the fif ;h application of mite antigen. In each 
mice, Furthermore, fin each mice, as increasing of serum total IgE concentration, 
an expression of ILi4 mRNA was increased, whilst an expression of IFN-g 
mRNA were decreased. 
[Conclusion] . 

We considerd this njjiodel as a severe dermatitis model with desquamation of 
epidermis. Repetitive stimulation by jnite antigen induced Th2 elevation of 
Thl/Th2 balance w|th the up-regulation of IgE production. From now on, the 
further analysis of pathogenesis of atopic dermatitis and the screening of new 
drag for atopic dermatitis will be done psing this model. 
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376 Immunopharm|&cological study of janimal model of dermatitis with 
repetitive application of mite antigen -;the second edition the efficacy of the 
drug of atopic dermatitis — 

K. Fuseda, N. Nafcjmura, t. Chikumotk, H. Tanaka, N. Inagaki and H. Nagai 
(Department of Phsirmacology, Gifu Pharmaceutical University) 

! i 

[Object] 

Animal model of dermatitis induced by mite antigen $eems to be useful for the 
analysis of pathogenesis of atpjc dermatitis and the screening of new drug for 
atopic dermatitis- Jin this study, we e$[lablished a severe dermatitis mice model 
by repetitive application of mite antigep on epidermis detached skin* and 
investigated the effect on the animal mbdel of Chinese medicine and other drug* 
[Methods] 

The two sides of eats of NC/Nga mice jwere stripped with tape, and applied with 
mite antigen soluticjn five times, once a week. The ear thickness was 
sequentially measured. Serum total I^E concentration was quantified with 
ELISAj and an expression of cytokines! mRNA in the ears and lymph nodes 
were calculated with RT-PCR. Drugs' were orally administrated every day. 
[Results] 

The dermatitis causjed by repetitive application of mite antigen on the tape 
stripped mouse showed Th2 dependency, and it was thought as the model of 
severe atopic dermajtitis* 300mg/kg of Ju2en-Daiho-To, one of Chinese 
medicine, and 3mg/kg of prednisoline Significantly suppressed the ear 
thickening. 
[Conclusion] 

The dermatitis modbl repeatedly appliefd with mite antigen on ears of NC/Nga 
mice showed the Th2 dependent backgjjtnmd. It can be considered to be useful 
as an animal model ^reflecting the one aspect of atopic dermatitis. As Juzen- 
Daiho-To suppressed the dermatitis, it Suggests that it might be effective for the 
human atopic dermatitis. 
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